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Claims 1-34 are currently pending and are under examination. 
Benefit of priority is to September 24, 2002. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 21-23 and 28 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 21-23 refer to flow, cannulas, and rates of flow. In Claim 1, none of these variables 
are set forth. Therefore, these claims are indefinite. 

Claim 28 is drawn to the tracer of Claim 26 being a therapeutic agent conjugated to an 
imaging moiety. It is not clear if this dependent claim calls for two therapeutic agents, ie, the 
therapeutic agent of Claim 26 plus a therapeutic agent conjugated to an imaging moiety, 
because the tracer and therapeutic agent are independent in Claim 26. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

Claims 1-5, 25, 26, 27, and 30 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Laske et al. (1997; Tumor regression with regional distribution of the targeted toxin TF-CRM100 in 
patients with malignant brain tumors. Nature Medicine 3(12): 1362-1368). 

Laske et al. teach infusion of therapeutic agent TF-CRM 107 into brain tumors via 
convection enhanced delivery. In Table 2, footnote 1 states: 
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"Tf-CRM107 concentration was initially kept constant at 0.1 ug/ml while the volume was 
escalated to 40 ml to improve drug distribution as assessed by MRI". 

Laske et al. used gadolinium-enhanced Tl -weighted MRI scans - see Fig 1 . 

Thus, while this disclosure is in a footnote identifying pre-study experiments that led to 
using the infusion variables found in the study, it appears that Laske et al. used a tracer (Gd; 
Claim 5, 30) with the therapeutic agent TF-CRM107 to monitor the distribution of the solution in 
the brain (Claim 25, 27) by imaging via MRI (Claim 4) the tracer (Claim 1), and ceased the 
delivery when the volume reached 40ml (Claim 2, 26) at the target tissue (Claim 3). 

Claim 30 is rejected under 35 U.S.C. 102(b) as being anticipated by Uggeri et al. (USP 
5,660,814, issued August 26, 1997). 

Uggeri et al. teach tracers comprising gadolinium - see Col. 5, line 36, 37, for example. 
See the entire patent for paramagnetic chelates as contrasting agents. 

Claims 30 and 34 are rejected under 35 U.S.C. 102(b) as being anticipated by Kobayashi 
et al. (July 1, 2001; Dynamic micro-magnetic resonance imaging of liver micro-metastasis in mice 
with a novel liver macromolecular magnetic resonance contrast agent DAB-AM64-(1 B4M-Gd)64. 
Cancer Research 61: 4966-4970). 

Kobayashi et al. teach DAB-AM64-(1 B4M- Gd)64at page 4966, rt col., last para. 

Claims 30 and 33 are rejected under 35 U.S.C. 102(b) as being anticipated by Wisneski et 
al. (1985 ; Absence of myocardial biochemical toxicity with a non ioninc contrast agent 
iopamidol. American Heart Journal 1 10 (3): p609-61 7; only the abstract is being provided). 

Wisneski et al. teach contrast agent iopamidol. 
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Claims 30 and 31 are rejected under 35 U.S.C. 102(b) as being anticipated by Wosilait et 
al. (1981; Competition between serum albumin and soluble fraction of liver for binding of 
warfarin and other drugs. Res Commun. Chem Pathol Pharamcol. 32(1): 1 13-122; only the 
abstract is being provided). 

Wosilait et al. teach iopanoic acid binding to human serum albumin (HAS) because 
iopanoic acid displaced warfarin from HSA. Therefore, Wosilait et al. teach albumin conjugated 
to iopanoic acid. 



Claims 30 31, 33, and 34 drawn to kits comprising tracers are included in the rejections 
above. In In re Holler, 73 USPQ 403 (CCPA 1946), the Court held that an old compound, 
packaged and labeled to show its use, is not patentable. The packaging of a known compound 
and the application^ an appropriate label thereto does not involved invention over the known 
compound. 

Claims 6-24, 28, 29, and 32 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

Art of Record: 

Kroll et aL (1996; Increasing volume of distribution to the brain with interstitial infusion: 
Dose, rather than convection, might be the most important factor. Neurosurgery 38(4): 746-754) 
teach convection enhances deliver of the tracer MION into rat brain for up to 25 minutes (page 
747, rt col., mid para. 1). MRI was performed at 2.5 hrs after the beginning of the infusion (page 
747, rt col., para. 2). Therefore, Kroll et al. do not teach imaging during the delivery of MION into 
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rat brain, and do not teach or suggest to include therapeutic agents in the solution comprising 
the tracer. 

Lonser et al. (1998; Direct convective delivery of macromolecules to the spinal cord. J. 
Neurosurgery 89: 61 6-622) teach convection deliver of the tracer Gd-labeled biotinylated 
human serum albumin into the spinal cords of pigs or monkeys (page 61 7, rt col., para. 2). Lonser 
et al. used MRi after the removal of the cannula to determine the volume of distribution (page 
618, rt col., para. 2, 3). Therefore, Lonser et al. do not teach imaging during the delivery of Gd- 
labeled biotinylated human serum albumin into the spinal cords, and do not teach or suggest to 
include therapeuric agents in the solution comprising the tracer. 

Weissleder et al. (USP 5,514,379, issued May 7,1996) teach hydrogels comprising tracer 
Gd: diethylenetriamine-pentaacetic acid (DPTA; a dendrimer): serum albumin tracer and 
therapeuric agents such as doxorubicin (Col. 1 1, line 27 and para. 4) and monitoring the delivery 
with MRI. Weissleder et al. do not teach or suggest convection enhanced delivery of a solution 
comprising the tracer and therapeutic agent. 

Laske et al. (USP 5,720,720 issued February 24, 1998) teach convection enhanced 
delivery of indium 1 1 1 -transferrin into the corona radiata of cat brain using stereotaxic 
coordinates (col. 1 3, 1 4) . Laske et al. did not monitor the distribution of In 11 1 -Tf via imaging but 
via autoradiography after euthanasia of the cats (CoL 14, para. 4 and Figs 9A,B). Laske et al. do 
not teach or suggest to co-administer the tracer and a therapeutic agent. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Karen Cochrane Carlson, Ph.D. whose telephone number is 571-272-0946. 
The examiner can normally be reached on 7:00 AM - 4:00 PM, off alternate Fridays. 
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If attempts to reach the examiner by telephone are unsuccessful the examiner's 



supervisor, Dr. Kathleen Kerr Bragdon can be reached on 571-272-0931. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-21 7-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




KAREN COCHRANE CARLSON, PH.D 
PRIMARY EXAMINER 



